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Renln-inhlbltory peptid* analosueB of fonDula (1) and their 
pharmAMUtlcAlly acceptable 9bXX^ DdM . 



7?fQ.A20. 10-A23. 10^61, 10-B2. 10^. »0<3. 10^4 ^ 



CHi CHrf^OH 
Rt^CH— C — NH-CH-C-NH — crf— CH 



alkylcarbtfoayt opt, tubtttd. tty COOH. U>f»«f alkoxy- 
carUmyli carbamoyl and /or «ioi*o- or di-knw aUtyi- 
carbamoyl; _ _ 




: 1-lOC alkyi opt. aubstd« by lower alkoxy. halofen, 
lower alkoxyeart>ooyl and /or aralkyloxycarbonyl; 
or Ikyl; hateroaryl-tower alkylj heterocyclic- tow^r 
alkylt «ryk>yl-k>w€r olkyl; 2-BC elkenyl; aryl; 
heteroeryl; heterocyoUc; tower alkoxy; lower alkoxy- 
tower alkoxy: lower alkoxy-kmer a]koxy-k>wer alkoxy: 
aralkyloxy; or arykucy; 
,A « alkylene; 

jB^ = aryl, heteroeryl. tower aliphatic acyl, 
« heteroarylcarbonyl. heterocyclic 

cartx>nyl or tower alkoxy- tower elKoxy; 
aryl or heteroaryl: 

h; 1-lOC aUcyl opt. mono- or dl- aubstd* 
by hatogen. CFj, CCl,. OH. tower 
alkoxy. arytoxy. aralkytoxy, towar 
atiphatlc acytoxy. 611, opt. tower 
aliphatic ftcylamlno-aubatd. tower 
aUcyhhto. aralkyhhto. tower aUcyUulphlnyl 
tower alkyUulphonyl . amiiM) , mono- or 
dK tower alkyUuoino. arylamlno. tower 
aliphatic acybuDiiM, ary tocylamino , towar 

iae«4es4^At 



aikoxycarbonyLuBtno. ♦ralkytoxycMrbonytomtoo, 
carboxy* tower alkoxy carbonyl , mrytotxycarbonyU 
anlkytoxycarbonyl* carbamoyl, nooo- d',?*'***^«;L 
Alley Icarbamoyt. uraldo. thtourekto, ffwanldyl. >-»C 
cy<doaUcyU »-8C cyotoalkenyl, aryl or betwoaryi; or la 
^tTfaldog^-aubstd. 1-5C aSkttnjn or S-5C alkynyl; 
B«KUeQroQjl» KTC cyctoaXkyl or pbenyt; 
mtKHK^Skjt whlAb to opt. InURTupted by Imlno or 
^"^BS?«Utyltoilno and which la aubatd. by 1» a or 3 

attbaUtuanta aeteetad from andno, ^-aemberod hetero- 
cyotto tower alkylaialno. byitroxy-toww alkytomlno. 
Minldyl. kmar a&cylnaiildyl. phenyt <«t^d. by 
Milno-tover atkyl. 0H» and/or by tower aDeosy aubatd, 
by amino, oono-tower atkytomlno. dl-kmar alkylamino . 
hwterocycUc group or heteiocy die- tower alkylroino), 
atilpbo. OH, COOH, tower alkoxyoarbonyl. cwbamoyl. 
mo- or di-tower aIkyicarb«Doyl or pyridyl: 
provld«l that tha angrl tor a" J^^T:* "t^^iy, 

aubatitttaftt aelacted troo amlM. »«niber«l heUrocycUc 
tower atkylamlno. hydroxy-tow«r alkyUmino. guanldyl* 
«ub«td. phenyl and aulpho. 

" '^Ranto^^l^ ry activity U high. Water- aolubiUty and 
peroral t^vaitabOlty are alao ipDOd, 



PRE PARATION 

(t) can be Obtained e.g. «a ftkltows: 
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lujf^-nlootinoyl- ^ ( I" 

H • -L-lyalne-mathytoater; and 

(Ul) N-l-(a-niethoxyethoxy>ethoxycarbonyI-Kl-naphthyl)- 

L-atanyl-L-leucyI-itatyl-W*-L'lyilfioK 

< 4^PM Oet> t>w gNoO /O ) . 



R s = R> In which tha amino, guanldyl and COOH are 

* protected; 
R • ■ R* In which lh« amino, guanldyl . COOH and aulpho 

* are protected. 

SPBCinC COMPOUNDS 

Vxamptoe Of U) ere aa foltow«: 1 
(1) H-nlcotlneyl->-(l-naphlhyl)'L"aUnyl-L-Uucyl-etatyl-L- . 
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-tt»TA.3:^V3&, fi«tTA.3;^V- <& «4 T 

>^3^rv-<Ec^^tTA'^^rvap* T^a^'^a^;*'* 

A.«. te^B&KaiT'-^A^aS. -vf^oTy-A.:<r 
A^»K-A/36, -v'y'B.y^i;>i/:o>i/iK^A^a6XH 

(fc«TA^3*V-ifcttTA'3^^«*^"t« )^ 
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C D 

2|s:M^^K:9fe^>-<r^ K|H<|3l<kit, ^ (I) ^ 
I rs » 

CHa I CH, OH 

B'-CH— C— NH— CH-C-NH-CH — CH-fCH2->7RC— NH— R^ *I' 
00 O 

mit^0Xitl^;7^L, 

RMt , -NH-c-R** ^ m -t h m i ^ 

o 

RMt. a 3^ *t t V- "C t i: v.^ -do o T a. 

^^A^asCKft^g^atit, (e:*ftTA.34^'yas, 

te*ftTA/a:^-y:frA',K-A'a^XitT 
9A^*t^A^;*-«^V:^A^7K = A^aS^^-fo ), 77 

A^«t^A.aS, (-^•y'OTy-A')-lfeftftTA'^A' 

asf, ('^^■?"o•y^';A^)-^a:*j^TA^'^A^a5, r 

Vo^A'-l&tj^TA'^'A.aS, Cj-Cg <OTA.^ 



o y ^ ji^ ^Vkr ^ ^ ^ ^ i&Hkr ^ ^ 
-e HSff $ ix -C V- -C t -t » ^ iT- ^ Ci -c,o o 

x-ti<, *ne>*i. T^y*. iaai4^^7" 

^t-^^o V ^ \) — i&lgLT ^ ^ T i y^tltSl 

< H (& «fe T A^ * * ^ A- 36 X *t y 
^ y) A^ ^ ^ ^ 7 i y ^ ^ tKa^i/i&lft 



?!«fluaG2-24G54G (3) 

:t ^ y^. ikyif»i^m7 i/ :t ^ >A. 
i) y V (&*ft8&IBSer'>A'T$y-Ctf?»?n 

(&« T A/ 4^ >u :^ >v 7 >f ^ A^ ai . -(& lift TA^ 4^ 

^^/u^^^^ae, 7 ^ y *y5SFL<fct:^- 

^lQmm7 y J^7 ^ y 7^)-^7VJ^7i 

J ^ ^ ^^7 A^ ^ ^ *y i3 ^ ^ ^ y i y . T 
^^=t^>u;r-^i^*A'rf^ = >wTe>'a6, a M ^ 
vas, <fetiTA^3^^*A'iKJiA'a£* ry-A^ 

;t#V*A'i»^-A'36^ 7 '7 ^ ^ \^ * ^ 'y i> ^ ^ 

U^T'A'^rA'^A^^^'e^A^a^^ ^1^^ Kas^ 

!>t/^Kafi. ^T-i^A^ae, cj-cy-x^ar 
A^ + A^as^ cs-cec/^nTA^'^-A'as, ry 
-A'aiiX^t'^^°Ty-A'afi*^-fo ^^^^ 

^A^aST-ktCs - C5 <07^^^^^^7n\^^ 

7J^^j^7^ym. ;/T--:^A.as. 

7 i ^ A^as Jtof^ jw*ago«»^o«^j: oxti 

B*Jtt/R*OCt-C,QOTA'^rA^aS*t* -Ni. 

e/u, n-T'^A^. Wy^^A., 

n tv^^A/, 1-y^A.y^A^, ^y-:>'5^ 

„ .^ri/A^. s .^v^.1<3--^^ 

^ A^y^ 3,s-c?y^A.7^^A^. n — 

n-:*-^^A., 5--;^>t-A.^^-:^A. 
n-y-A., n-T^'yA^t^Vf^Ct^'^-C??) 
r5 iC^lK;5><&«TA.^>i.aiX*tR^ i^^Kl'g- 

in^)(&»TA/=i«^ya6^ (-N.^ary-A^) 

--t&«TA''^A^ai*0(6:«T^^A.fiii5^*l. 

-ciOTA.-^A^as'ir^u. ^f-^. 

^yy^A.^^lrf^>t:t3Ei*-C&^>o 
r*^<OT^a^^a.»XH:R* ^9K*in^>T 



igL <HT U - 'f- ^ <o r U - ^W^tt. 
5(4. mac, :8:3fc, ik;fl^<0 X fn o ^ y 

fj >v , u y yi/ ^ ^ y ^< u u >v X t — ^< u U 

R-i ^ <0 -5^ n :^ U as X *i ^ CO X 

^^-^ 1 ^xn 2 ffii^r-^, MTitXkx^n ^^-^ 

e y , .kf i; y ^ ti" a y >i/ , e a y 

y->v, 'f•;<-*A'7^yy, ;*-*-?hy'y -:^^-«^, 
^ ^ It ^} y . -f- T '/ V i> ^ A- , ^ T / U v> 
y , ^ ^ i**- >^ y y . ^ - a- , tr -< ^ -i^ 
y^^vf^>ct;i>^-C*, X, «t±K:tttt»3S'ir 

TA^^TA^, tKo^C^<B:iKTA.=^ A.:^, ft ftfc T 

ik^ktm^r u - A^a&ottiftistR — oas^^ 

-To a T y - A-=ifr. T^^'^'A', * >v 

rf^*-y, (&lftTA.3'¥V*>^«K^A'X*t'-^^:^ 

A- ( ^jut7x^A^«t±<o«^a5*t)mET V 



R*^->.-iraTy - ^^xn-^T^ory-A. 

«^$*0-v-5-oTy->uB5^^H. yx^A-ijJi:,^ 
WL'Ct-t<, Wt^^Xil/At/aJti/S^ 

7yA., 5^x = yi., ;jt-4'1f/yyu, ^y;4-^r1^ 

/ y A^ , ^ T y" u A' , 5 >^ y A- , y v> 
'<v/7yA', -<i^y^;*-:7i^yt^, ^ y y \) 
A', -c^yt-T/yA., -^^-y-f^^/yA-, 
•^'y UA'X^t-f y*y ';A^^^^f*r^:i'*x•^ 
X^±K:ttttg^^i&r;tLttJ:<, tijttt^iiL 
t H , i ft 4St T A- + A-.^fe J -'^ o y :^ /g( ^ X 
nftiHrA.3^vas*r^v/^>;::t3&*-e?^o 
R^ O Ca - Ce <o T A. ^ - A. 3£ , il ^6ft X 

A-. 1— ^Vt'^A', 2 ^X-f-^A', 2 * 

A<Oft«TA.4rvi^g5^t. iSlEflXH^^ect^o 
- Qa (O r ^ \^ y 7jk\^ ^ W^ti. >^ 
y^A^y^wv, hyy^i^ 

A^y^ux, 2— x^a^j:^^^/, 3— yf-A' 

hUy-f-L^x, 2-y!^A'hyy^ui^%*>if 

R*oX*tR* frC"a*ttt^C3 — cj <o y ^ or 
A- * A' as H: . f<J ^ ^1 , -v ^ D r n t" A^ . -y cr 
^^A^, v^a'<:/^^^ v^ci-^4*'VA^^ y 

R^ rc^in^cj -Cfl o-y:^ pta--^-^ 

2StL-tlt. m7L\t. y ^ u ^ y ^ ^ , y ^ 

a-vi^-fe^A'^ V^a^T'-f- — A^^ y^n;*-^ 
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3£ O ^ frC . ^ 4CH,>jNH-<nT,CHa . -(CHj)2-M-CH2CH5 

-(CH2)2-NH-(CH,),NH-CH2CH5 , -{CHj) j-NHKH^jCH, 
CBa 

X. <t*^ (O k: *J \.--C. R' . , R» & 



-NH— C-R^ 
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o 



H* : CH5— , CH3CH7- , n-CjHy- 

i— C5H7- , n— CjH9- , n-CgH,,- 
n— C^H^^— , n— C7H15— , 
n — CgHf; — , n— C^H^y — , 
n-C,oHai- , CHjOCH,- , 
CH3CH2OCH2- . CH5CH2-OCHJCH2- . 
CHsOCHjCHj- . CH5OCH2CH2OCH2CH2- 

■a 

CH5CH2^^ • 



qi5 CH2— 



CH 



J— r 



^^-CH2- • fi^-CHj- , 
^>-CH2-^^-CH2- 



CH2=CH- 



— CH2- • 



CH,=C- 



(CHaCO), 



1^ 



L^lv 

C02^-C4H9 , ro2CH2-® 
CH5O— , CHaCHjO— , O— C5H7 — 9 
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CHjO 
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CH5COCH2— , CH5CH2COCH2— , 
n— CaH7COCH2-- t n— C4H9COCH2 — 
i— C4H9COCH2— , t— C4H9COCH2-' 
CH3NHC0— , C2H5NHCO— 
n— C5H7NHCO— , i— C5H7NHCO— 



n-C4H9NHCO— , i— C4H9NHCO— 
t— C4H9NHCO— , 
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HOjC^^NHCO— , CHsOCO^^NHCO— , 








|^COCH2- , (]j^COCH2-- . ((^CQCU^- , 
CH5->(^COCH2- , C2H5OCO— J^^COCHj— , 
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r2 



H5C CH3 



@- J2>- *^ H,C-feC. 

<0>-CH,- , ^^H,- ^ 




in 



B» : H , CH,- , CHjCH2- . 

n— CjH;— , i-CjH7— , n— C4H9- , 

i— C4H,— , »— C4H»— , n-CsH,,— , 

i-CjH,,- , n-C^His- , n-C7H,5- 

n-CgH,;- , n-C,H,9- , n-C,oH7i- 
rCHj- , CiCH,- 
CijCHCHj— , 
C/jCCH,- , 



CHCHj- 



r-f 
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HOCH,— , HOCHjCHj— , H — CH — 
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H CHjCH— 
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